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[0030] Various polymorphs of a compound of general formula (I) forming part of 

this invention may be prepared by crystallization of compound of formula (I) under 
different conditions. For example, using different solvents commonly used or their 
mixtures for recrystallization; crystallizations at different temperatures; various modes of 
coolings ranging from very fast to very slow cooling during crystallizations. Polymorphs 
may also be obtained by heating or melting the compoimd foUov^ed by gradual or fast 
cooling. The presence of polymorphs may be determined by solid probe NMR 
spectroscopy, IR spectroscopy, differential scanning calorimetry, powder X-ray 
diffraction or such other techniques. 

[0031] The stereoisomers of the compounds forming part of this invention may be 

prepared by using compound of formula (I) in its single enantiomeric form in the process 
by resolving the mixture of stereoisomers by conventional methods. Some of the 
preferred methods include use of microbial resolution, resolving the diastereomeric salts 
formed with optically pure bases such as brucine, cinchona alkaloids and their derivatives, 
optically pure 2-alkyl phenethyl amine, phenyl glycinol and the like. The diastereomeric 
salts may be obtained in piure form by fractional crystallization. Commonly used methods 
are compiled by Jaques et al in "Enantiomers, Racemates and Resolution" (Wiley 
Interscience, 1981). 

[0032] Pharmaceutically acceptable solvates of the compounds of formula (I) 

forming part of this invention may be prepared by conventional methods such as 
dissolving the compounds of formula (1) in solvents such as water, methanol, ethanol and 
the like, preferably water and recrystallizing by using different crystallization techniques. 
[0033] The present invention provides a pharmaceutical composition, containing 

the compounds of the general formula (I) as defined above, their derivatives, their 
analogs, their tautomeric forms, their stereoisomers, their polymorphs, their 
pharmaceutically acceptable solvates in combination with the usual pharmaceutically 
employed carriers, diluents and the like, usefiil for the treatment and / or prophylaxis of 
diseases such as hypertension, coronary heart disease, atherosclerosis, stroke, peripheral 
vascular diseases and related disorders. These compounds are useful for the treatment of 
familial hypercholesterolemia, hypertriglyceridemia, lowering of atherogenic lipoproteins, 
VLDL and LDL. The compounds of the present invention can be used for the treatment 
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of certain renal diseases including glomerulonephritis, glomerulosclerosis, nephrotic 
syndrome, hypertensive nephrosclerosis, nephropathy. The compounds of general 
formula (I) are also useful for the treatment/prophylaxis of insulin resistance (type 11 
diabetes), leptin resistance, impaired glucose tolerance, dyslipidemia, disorders related to 
syndrome X such as hypertension, obesity, insulin resistance, coronary heart disease, and 
other cardiovascular disorders. These compounds may also be useful as aldose reductase 
inhibitors, for improving cognitive functions in dementia, as inflammatory agents, 
treating diabetic complications, disorders related to endothelial cell activation, psoriasis, 
polycystic ovarian syndrome (PCOS), inflammatory bowel diseases, osteoporosis, 
myotonic dystrophy, pancreatitis, retinopathy, arteriosclerosis, xanthoma and for the 
treatment of cancer. The compounds of the present invention are useful in the treatment 
aad/or prophylaxis of the above said diseases in combination/concomittant with one or 
more HMG CoA reductase inhibitors, hypolipidemic/ hypolipoproteinemic agents such as 
fibric acid derivatives, nicotinic acid, cholestyramine, colestipol, probucol or their 
combination. The compoionds of the present invention in combination with HMG CoA 
reductase inhibitors, hypolipidemic/hypolipoproteinemic agents can be administered 
together or within such a period to act synergistically. The HMG CoA reductase 
inhibitors may be selected from those used for the treatment or prevention of 
hyperlipidemia such as lovastatin, provastatin, simvastatin, fluvastatin, atorvastatin, 
cerivastatin and their analogs thereof Suitable fibric acid derivative may be gemfibrozil, 
clofibrate, fenofibrate, ciprofibrate, benzafibrate and their analogs thereof 
[0034] The present invention also provides a pharmaceutical composition, 

containing the compounds of the general formula (I) as defined above, their derivatives, 
their analogs, their tautomeric forms, their stereoisomers, their polymorphs, their 
pharmaceutically acceptable solvates and one or more HMG CoA reductase inhibitors, ' 
hypolipidemic/hypolipoproteinemic agents such as fibric acid derivatives, nicotinic acid, 
cholestyramine, colestipol, probucol in combination with the usual pharmaceutically 
employed carriers, diluents and the like, 

[0035] The pharmaceutical composition may be in the forms normally employed, 

such as tablets, capsules, powders, syrups, solutions, suspensions and the like, may 
contain flavorants, sweeteners etc. in suitable solid or liquid carriers or diluents, or in 
suitable sterile media to form injectable solutions or suspensions. Such compositions 
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typically contain from 1 to 20%, preferably 1 to 10 % by weight of active compound, the 
remainder of the composition being pharmaceutically acceptable carriers, diluents or 
solvents. 

[0036] Suitable pharmaceutically acceptable carriers include solid fillers or 

diluents and sterile aqueous or organic solutions. The active ingredient will be present in 
such pharmaceutical compositions in the amounts sufficient to provide the desired 
dosage in the range as described above. Thus, for oral administration, the active 
ingredient can be combined with a suitable solid or liquid carrier or diluent to form 
capsules, tablets, powders, syrups, solutions, suspensions and the like. The 
pharmaceutical compositions, may, if desired, contain additional components such as 
flavourants, sweeteners, excipients and the like. For parenteral administration, the active 
ingredient can be combined with sterile aqueous or organic media to form injectable 
solutions or suspensions. For example, solutions in sesame or peanut oil, aqueous 
propylene glycol and the like can be used, as well as aqueous solutions of water-soluble 
pharmaceutically-acceptable acid addition salts or salts with base of the compounds. 
Aqueous solutions with the active ingredient dissolved in polyhydroxylated castor oil may 
also be used for injectable solutions. The injectable solutions prepared in this manner can 
then be administered intravenously, intraperitoneally, subcutaneously, or intramuscularly, 
with intramuscular administration being preferred in humans. 

[0037] For nasal administration, the preparation may contain the active ingredient 

of the present invention dissolved or suspended in a liquid carrier, in particular an 
aqueous carrier, for aerosol application. The carrier may contain additives such as 
solubilizing agents, such as propylene glycol, surfactants, absorption enhancers such as 
lecithin (phosphatidylcholine) or cyclodextrin or preservatives such as parabenes. 
[0038] Tablets, dragees or capsules having talc and/or a carbohydrate carried binder and 
the like are particularly suitable for any oral application. Preferably, carriers for tablets, 
dragees or capsules include lactose, com starch and/or potato starch, A syrup or elixir can 
be used in cases where a sweetened vehicle can be employed, 
[0039] A typical tablet production method is exemplified below: 



